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THE MAILING DATE OF THIS COMMUNICATION. 
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earned patent term adjustment. See 37 CFR 1.704(b). 
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6) S Claim(s) 1-10 and 14-25 is/are rejected. 
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DETAILED ACTION 

1. Applicants amendment filed, 4-28-04, is acknowledged. Claims 1, 3, 14 and 16 were 
amended. Claims 11-13 were canceled. Claims 1-10 and 14-28 are pending in this 
application and claims 26-28 have been withdrawn for the reasons in the previous office 
action and the reasons set forth below. 

Election/Restrictions 

2. Applicant's election of Group I and II in the reply filed on 11-5-02 is acknowledged. 
Because applicant did not distinctly and specifically point out the supposed errors in the 
restriction requirement, the election has been treated as an election without traverse (MPEP 
§ 818.03(a)). 

This application contains Group II, claims 26-28 drawn to an invention nonelected 
without traverse in the reply filed on 11-5-02. A complete reply to the final rejection must 
include cancelation of nonelected claims or other appropriate action (37 CFR 1.144) See 
MPEP § 821.01. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distincdy 
claiming the subject matter which the applicant regards as his invention. 

3. Claims 1-10 and 14-25 remain rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 
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Applicants argue that "each segment" refers to a compound where there is more 
than one segment, i.e. the compound is a multimer. However, is unclear from the claim that 
the "each segment" refers to the multimer. "Each segment" can also make reference to the 
segment of XI and a different segment of X2. The claims, therefore, remain indefinite. 

For this reason, the rejection is maintained. 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process 
of making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in 
the art to which it pertains, or with which it is most nearly connected, to make and use the same and 
shall set forth the best mode contemplated by the inventor of carrying out his invention. 

4. Claims 1-10 and 14-25 rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for the analogs of SEQ ID 6, SEQ ID 7, the peptide 
RPP, the peptide RPP MAP-4 and the peptide RPP heterodimer for inhibiting thrombin 
induced platelet aggregation, does not reasonably provide enablement for all of the 
compounds claimed in the claims and inhibition of "other cell activation." The specification 
does not enable any person skilled in the art to which it pertains, or with which it is most 
nearly connected, to use the invention commensurate in scope with these claims for the 
reasons set forth in previous office action and the reasons set forth below. 

The factors to be considered in determining whether a disclosure meets the 
enablement requirement of 35 U.S.C. 112, first paragraph, have been described in In re 
Wands, 8 USPQ2d 1400 (Fed. Cir. 1988). Among these factors are: (1) the nature of the 
invention; (2) the state of the prior art; (3) the relative skill of those in the art; (4) the 
predictability or unpredictability of the art; (5) the breadth of the claims; (6) the amount of 
direction or guidance presented; (7) the presence or absence of working examples; and (8) 
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the quantity of experimentation necessary. When the above factors are weighed, it is the 
examiner's position that one skilled in the art could not practice the invention without undue 
exp erimentation . 

Applicants argue that the reference relied upon in the rejection do not cast doubt 
with respect to the enablement of the claimed invention. Applicants state that Ngo et al. 
discusses the complexity of mathematical methods to predict folding of proteins. This 
reference does "not asset that preparing peptides and testing their biological activity is no 
routine in the art" For Rudinger, the term "painstaking experimentation" is not 
synonymous with "undue experimentation." Applicants rely on a ordinary dictionary 
definition that states that "painstaking" is careful or diligent experimentation but not undue. 
Further, Applicants state that Rudinger does not support the contention that that the peptide 
art is unpredictable. "Rudinger in fact demonstrates that at the time the application was filed, 
it was routine for one of ordinary skill in the art to prepare and test compounds comprising 
peptides of various sequences having a desired biological function." Finally, Applicants 
argue that Hasan et al. teaching with respect to AD-induced activation is moot in light of the 
amendment to the claims. Moreover, the RPPGF sequence disclosed by Hansan is not 
applicable to the claimed invention since the N-terminal amino acid of X2 cannot be glycine. 

Applicants state that the "specification not only describes methods for preparing and 
testing peptides of various sizes, the specific anti-thrombin peptides described above 
comprise lengths of 3, 5, 8, and 16 amino acids in size, including various branched peptides." 
Thus, based on the teachings of the specification and the knowledge available at the time the 
application was filed, one of ordinary skill in the art would have been able to synthesize 
compounds according to the claims, including those peptides corresponding to the branched 
peptides. Applicants state it is no more than "routine" experimentation is needed to test 
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compounds prepared as described in the specification, since assay methods can be 
combined to measure peptide inhibition of thrombin induced cell activation. Thus, "[tjhe 
specification provides multiple examples of peptides with the ability to inhibit thrombin- 
induced activation and provide adequate guidance for preparing and testing additional 
compounds for use in inhibiting the claimed thrombin-induced activation." 

Applicant's arguments filed 4-28-04 have been fully considered but they are not 
persuasive. 

First, it is believed that Hasan, even though Applicants have amended the claims to 
recite thrombin-induced cell activation, is still pertinent to establish the unpredictability of 
activity with respect to peptide sequences. The addition of a single amino acid, such as 
glycine can have adverse effects on the activity. Applicants claims describe peptides that 
have only three amino acids, but can have up to 63 amino acids. Given the deleterious 
effects of a single amino acid, one actually has to make each amino acids sequence and test 
them to determine activity. It is no enough that to concluded that since the peptide has the 
amino acid sequence Arg-Pro-Pro it will automatically be effective in inhibiting thrombin- 
induced cell activation. Both Rudinger and Ngo et al echo this sentiment. Given the 
complex mathematical formulation for protein folding, as Applicants acknowledge, one 
cannot conclude how a given peptide will be have when drawn out on paper, since the 
protein will fold. Thus one has to make the peptide and test the peptide for activity. 
Similarly, Rudinger, stands for the proposition that one can conclusively state that a single 
amino acid change will not alter activity. Rather, the significance of particular amino acids 
or sequences for different aspects of biological activity cannot be predicted a priori but must 
be determined from the case to case by painstaking, or as Applicants state diligent, 
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experimental study. Thus, given the teachings of the references, one must determine the 
activity for each peptide before conclusive statements can be made with respect to activity. 

Applicants assert that experimentation to practice the claimed invention or 
determine the inhibition of thrombin activity is by no mean "undue" but merely "routine" 
since assay methodology is disclosed to determine active and inactive peptides. In the spirit 
of Applicants response, a dictionary definition as been utilized to define "undue." Undue is 
defined as "exceeding the appropriate or normal: EXCESSIVE." (see Webster's II, New 
Riverside University Dictionary, copy enclosed). The claims state that the compounds has 
the formula Xl-Arg-Pro-Pro-X2 and L-(Xl-Arg-Pro-Pro-X2)n, where XI and X2 are up to 
30-amino acids that are natural or synthetic and n is between 2 to 20. Using the most 
conservative calculations, involving the linear peptide and XI and X2 as natural amino acids, 
the peptides are inclusive of peptides up to 60 20 possible combination of peptides that have 
up 30 natural amino acids. That is, if on of ordinary skill in the art wants to determine the 
peptide that have 30 naturally occurring amino acids for each XI and X2 that are able to 
inhibit thrombin -induced cell activation, one has to make 3.656 x 10 35 peptides and then 
utilize assay methods to determine activity. This figure does not include any peptides where 
XI is between 1-29 or X2 is between 1-29 amino acid peptide and where the XI and X2 
include synthetic amino acids or those branched peptides encompassed by the claims. 
Indeed given the breath of the claims, the number of different peptides encompassed by the 
claims is astronomical, far greater than the conservative number of 3.656 x 10 35 peptides 
calculated above. It is not as "routine" as making a handful of peptide analogs and 
determining activity using known assay methods. Rather, one of ordinary skill in the art ahs 
to make every one of these peptides and testing everyone of these peptides for activity as 
encompassed by the claims. This experimentation is by no means "routine." It is 
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"excessive" and thus "undue" (emphasis added). As stated above, it is not sufficient to state 

that since a 63 amino acid peptide contains the sequence Arg-Pro-Pro- it will be active in 

inhibiting thrombin induced cell activation. 

In Amgen, Inc. v. Chugai Pharmaceutical Co. LTD. , 927 F.2d 1200, 18 USPQ 2d 

1016 (Fed. Cir. 1991), the court held a generic claim covering all DNA sequences that would 

encode a protein sufficiently duplicative of EPO that it had the property of increasing the 

production of red blood cells as nonenabling. The court stated: 

"Considering the structural complexity of the EPO gene, the manifold possibilities 
for change in its structure, with attendant uncertainty as to what utility will be 
possessed by these analogs, we consider that more is needed concerning identifying 
the various analogs that are within the scope of the claim, methods for making them, 
and structural requirements for producing compounds with EPO-like activity. It is 
not sufficient, having made the gene and a handful of analogs whose activity has not 
been clearly ascertained, to claim all possible genetic sequences that have EPO-like 
activity. Under the circumstances, we find no error in the court's conclusion that the 
generic DNA sequence claims are invalid under Section 112." Id. at 1214. 

Here, like in Amgen, Applicants are claiming a generic peptide sequence that define 
three amino acids but can be up to 63 amino acids in a linear fashion. The structural 
complexity and possible permutations are enormous. Applicants have made disclosed only 
handful of different peptides that are similar in structure and size which are not 
commensurate in scope of the claims. Although Applicants have stated in their response 
that several branched peptides are disclosed, the specification only discloses the activity for 
RPP MAP-4 branched peptide and RPP tri-peptides. The specification does not have a 
single branched peptide that have between 5-20 branches which have up 60 amino acids in 
each branch. Thus one is burdened with undue, or excessive, experimentation to practice 
the claimed invention. 
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THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of 
time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not mailed 
until after the end of the THREE-MONTH shortened statutory period, then the shortened 
statutory period will expire on the date the advisory action is mailed, and any extension fee 
pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of the advisory action. 
In no event, however, will the statutory period for reply expire later than SIX MONTHS 
from the mailing date of this final action. 

1. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Anish Gupta whose telephone number is (571)272-0965. If 
attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 



Bruce Campell , can normally be reached on (571) 272-0974. The fax phone number of this 
group is (703) 308-4242. 



Any inquiry of a general nature or relating to the status of this application should be 



directed to the Group receptionist whose telephone number is (703) 308-0196. 






